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Sir: 

% Pierre ATTAL1, residing -at.2 ruedu ^ li^te^antHeits, F-94300 Vincennes ; 
. Frai ce), declare and say that: 
i am citizen of France. 

i am MD, MSc, and have a long experience in clinical development and 
have been Head of the Clinical Research Department of a major international 
I 5 -v or 8 years I am currently Chief Operating Officer, Strategy 
& vie -v v v Bi Ml ;\> irn lso practice in academ 

1 1 v 1 - st as princ 1 ator in sevet 

liver diseases. 

I am familiar with The content of US Patent Application Serial No. 
10/764,628, 

have been informed mat r v I ts > s> it is 

considered thai the intramuscular route of administration would lead to unpredictable 
esu s in human As a consequence, Ml ectr is ?i 1 p> liable to be 
perfonned in humans i Is dn ration only 



This analysis is in cents r >n of the 

committee of expats of the French dru * age e rationale of 

the AM! P eleelrotransfer b otherapy vas first disclosed to hem in the p ocess of 
obtaining authorisation of phase- FII clinical trial 

The committee considered that the preclinical data obtained by intramuscular 
electmtransfer of AMEP piasmid in mice suggested a systemic effect of the AME? 
plasmid when administered in the muscle. This was confirmed by m-houss analgia 
which showed that AMBP protein is detected in circulating blood of mice 
intramuscularly cicctrotnmsi'cred will AM LP phsmid. 

Although the committee acknowledged the scientific rationale behind a first 
local administration in a human, by intrainmoral route, the committee's initial 
opinion was that the id ^ s \>mu <ati,e! v Lou f < k- 

tuscular route. Expert;, of the committee indeed considered that intramuscular 
electrotraasfer of AME? plasmid would ensure sustained expression and systemic 
action of the AMEP protein, By an mtratumeral route, expression of AMEP protein 
e< d< pre essiveiy decrease to extinction due to transformed tumor ceil death, 
thereby possibly reducing long term treatment efficacy. 

Nevertheless, for the needs of phase I clinical trial, an intratumora! route was 
selected for the first administration in humans for safety reasons, to optionally 
remove the eleen-otransfered tumor should a serious adverse event occur in a patient. 

A Phase I clinical trial is ongoing, with tour pattern- w n n. w a^ 
melanoma included in the safety study so far. Up to now, the follow-up of one of the 
patients has shown stabilization in the size of the treated lesion just after treatment. 
At day 22 after elet sfer, the size et lb 1 stabilize* u»npared 
to baseline and uptake of contrast agent reduced in contrast echography, indicating 
reduction of vascularization in the treated lesion compared to the baseline. This result 
t ' a efficac} of the treatment n hum ns e* en at the way low dose < Kl - 
plasmid currently administered to establish safety of the treatment. 
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The undersigned Declarant declares farther that all statements made herein 
of his own knowledge are true and that all statements made on information and belief 
are believed to be true; and rur&er that these statements were made wife the 
knowledge that wilful feise statements and the like so made are punishable by fine or 
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